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REMARKS 

Claims 1, 3-4 and 9-14 are pending in this application. By the Office Action, the 
specification is objected to because of various informalities, and claims 1-8 are rejected under 
35 U.S.C. §103(a). By this Amendment, the specification is amended to comply with the 
formalities; claim 1 is amended to incorporate the limitations of claim 2, and then further 
amended to recite that substantially no sulfite is contained in the composition; claims 2 and 
5-8 are cancelled; and new claims 9-14 are added. Support for the this amendment is found in 
the present specification at page 7, Table 1 ; support for new claim 9 is found at page 7, Table 
1; support for new claim 10 is found at page 7, Example 1; support for new claims 1 1-14 is 
found at page 1, paragraph 2. No new matter is added. 
I Objections to the Specification 

The Office Action first objects to the specification for failure to identify the BRIEF 
SUMMARY OF THE INVENTION and the DETAILED DESCRIPTION OF THE 
INVENTION. The specification is amended to identify these sections. 

The Office Action also objects to the specification due to various spelling and 
grammatical errors. The specification is amended to correct these errors. 

Reconsideration and withdrawal of the objections are respectfully requested. 
n. Rejection under 35 U.S.C. §103(a) 

Claims 1-8 are rejected under 35 U.S.C. § 103(a) over Kumagai (U.S. Patent No. 
6,872,709). By this amendment claim 1 is amended to incorporate the limitations of claim 2, 
and is further amended to recite that substantially no sulfite is contained in the composition. 
The claimed composition would not have been obvious based on the cited reference. 

The cited reference discloses a pharmaceutical composition comprising 2 mg/mL 
glycyrrhizin ammonium salt, 1 mg/mL cysteine hydrochloride and 20 mg/mL aminoacetic 
acid. Such a composition would not have rendered obvious the claimed invention. 
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Specifically, the reference does not disclose a pharmaceutical composition wherein 
the concentration ranges are 8 to 16 mg/mL of glycyrrhizin, 3 to 6 mg/mL of cysteine and 80 
to 160 mg/mL aminoacetic acid and the composition contains substantially no sulfite, as 
claimed in claim 1. Under MPEP 2144.05(1), where the claimed ranges and prior art ranges 
do not overlap, as is the case in the present applications, Applicants respectfully submit that 
the test is not whether the range is "critical" but whether the two non-overlapping ranges are 
"close enough that one skilled in the art would have expected them to have the same 
properties." 

First, Applicants note that the two non-overlapping ranges are not "close" as that term 
has been interpreted by the case law. Specifically, in Titanium Metals Corp. of America v. 
Banner, 778 F.2d 775, 227 USPQ 773 (Fed. Cir. 1985) "close" is a difference of 0.05% in 
concentration. Here, the concentrations differ by at least 300%, and can differ by up to 800%. 
Clearly, in the field of pharmaceutical compositions as in the claimed invention and Kumagai, 
concentrations that differ by as much as 300-800% are not "close" such that one of ordinary 
skill in the art would have expected the respective compositions to have the same properties. 
Instead, the concentrations are vastly different, where Kumagai fails to teach or suggest the 
claimed invention. 

Furthermore, these concentrations are so different that a person of ordinary skill in the 
art would not have expected them to have the same properties. In the formulation of 
pharmaceutical compositions, physical properties such as solubility and stability in solution 
are known to require fine precision. Specifically, in known compositions comprising low 
concentrations of glycyrrhizin, cysteine and aminoacetic acid, precipitation and degradation 
of the glycyrrhizin and cysteine respectively were a known problem (present specification 
page 2). In this way, the composition of the cited reference would also have inherently been 
subject to precipitation and degradation problems. Therefore, a person of ordinary skill in the 
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art would have expected a composition such as claimed, comprising at least 300% increased 
concentration, to have at least somewhat equally increased precipitation and degradation 
problems. 

However, as Table 2 of the present application shows, increased concentrations of the 
present composition unexpectedly do not result in increased precipitation and degradation. 
Therefore, to the extent that the ranges are "close" at all, they are not close enough for a 
person of ordinary skill in the art to have "expected them to have the same properties" since 
the unexpected results shown in the present application demonstrate that they do not in fact 
have the same properties. Thus the reference does not teach or suggest the ranges of 
concentrations as claimed in claim 1 . 

Furthermore, to the extent that the Office Action rejected claim 2, which has been 
incorporated into amended claim 1, Applicants respectfully traverse the rejection of claim 2. 
The Office Action asserts that "omission of an element and its function is obvious if the 
function of the element is not desired." Applicants respectfully disagree with this assertion. 

Applicants respectfully submit that the absence of sulfites in the presently claimed 
composition would not have been obvious over the cited reference, because the function of 
sulfites are as a stabilizer, when higher stability of the composition is the very property 
desired. Page 2 of the specification describes that sulfites are conventionally added to 
compositions comprising glycyrrhizin, cysteine and aminoacetic acid in order to increase 
stability, i.e. decrease precipitation and degradation. In this way, a person of ordinary skill in 
the art would not have expected to increase stability by lessening the amount of a stabilizer, 
much less by omitting it altogether. Therefore, the Applicants have demonstrated highly 
unexpected results by showing that stability can be increased by not including a compound 
that was known and conventionally used to increase stability. 
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Furthermore, Applicants respectfully believe that when the Office Action states "the 
element of the invention, sulfite, functions to cause the undesirable precipitation of 
glycyrrhizin and the reduction in the amount of cyteine. See table 1 on page 7 and table 2 on 
page 8 of specification in the instant application" that the Office Action is either 
misunderstanding the data or is improperly relying on Applicants' own invention to show the 
obviousness of Applicants' invention. The data shows the unexpected property that the 
conventional addition of sulfite to lower concentration compositions can be avoided in the 
claimed invention, despite the expectation that a higher concentration composition would 
have required the presence of the sulfite stabilizer. 

In addition to the unexpected property, the claimed invention avoids the occurrence of 
adverse reactions, and it is advantageous to produce the presently claimed pharmaceutical 
composition, since a sulfite additive is not utilized. 

Also, claim 1 is amended to recite that substantially no sulfite is contained in the 
composition. As seen in Table 1 on page 7 of the present specification, the amount of sulfite 
was calculated to only one decimal place. Therefore, for example, impurities or trace amounts 
of sulfites, such that sulfites are not present in any effective amount, could still be contained 
in the presently claimed composition. 

Additionally, Applicants submit that the cited reference does not in fact disclose a 
composition containing substantially no sulfites. Specifically, Applicants submit that the cited 
reference was not properly translated from Japanese into English. The cited reference 
corresponds to and claims priority to Japanese patent application JP P200 1-46565, which was 
published as Japanese Laid-Open Publication No. 2001-206849. Japanese Laid-Open 
Publication No. 2001-206849 is attached as Exhibit A. The noted portions of Kumagai relied 
upon in the Office Action are Column 5, line 46 to Column 6, line 6. These portions 
correspond to paragraphs 33-35 of Japanese Laid-Open Publication No. 2001-206849. An 
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accurate translation of these paragraphs is attached as Exhibit B. This accurate translation 
clearly shows that the formulation of the cited reference in fact includes sodium sulfite, not 
sodium bisulfate as indicated in the mis-translated U.S. Patent. Therefore, the cited reference 
merely discloses a conventional composition containing sulfites, and not the presently 
claimed composition containing substantially no sulfites. 

Therefore, the reference does not teach or suggest the limitations of amended claim 1. 
Specifically, the reference at least fails to teach or suggest that increased stability of a 
composition of glycyrrhizin, cysteine and aminoacetic acid could be achieved at high 
concentrations without the use of sulfite as a stabilizer. 

Therefore, amended claim 1 recites patentable subject matter and, as dependant claims 
dependant from claim 1, claims 3-4 and 8 also recite patentable subject matter. 
Reconsideration and withdrawal of the rejection are respectfully requested. 

III. Conclusion 

In view of the foregoing, it is respectfully submitted that this application is in 
condition for allowance. Favorable reconsideration and prompt allowance of the application 
is earnestly solicited. 
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Should the Examiner believe that anything further would be desirable in order to place 
this application in even better condition for allowance, the Examiner is invited to contact the 
undersigned at the telephone number set forth below. 



JAO:STD/tjx 

Attachments: 

Petition for Extension of Time 
Amendment Transmittal 

JP A 2001-206849 and Partial English-language Translation 
Date: December 3, 2007 



Respectfully submitted, 




James A. Oliff 
Registration No. 27,075 



Samuel T. Dangremond 
Registration No. 60,466 



Oliff & Berridge, plc 

P.O. Box 320850 

Alexandria, Virginia 22320-4850 

Telephone: (703) 836-6400 



DEPOSIT ACCOUNT USE 
AUTHORIZATION 



Please grant any extension 

necessary for entry; 
Charge any fee due to our 
Deposit Account No. 15-0461 
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Partial English Translation ( [0033] to [0035]) of Japanese Laid-Open 
Publication No.2001-206849 corresponding to Kumagai et al. (US 6,872,709, 
from line 46 of column 5 to line 10 of column 6). 

[0033] 

Therapeutic tests were performed in seven cases of clinical type mastitis of 
Holstein cow using a glycyrrhizin therapeutic agent (Stronger Neo-Minophagen 
C made by Minophagen Pharmaceutical Co.) using the method described in the 
following Examples 1 to 5, 6 and 7. 

[0034] Examples 1 to 5 
The therapeutic agent containing 400 mg equivalence glycyrrhizin (GO was 
administered into the mamma manifesting mastitis using a cannula on day 
zero of recognition of the disease. The results of treatment were evaluated on 
day 0, 1, 2, or 3, 7, 14, and 21, which will be described hereinafter. These 
results are shown in Tables 1 to 5. 

[ 0035 ] Formulation of the glycyrrhizin therapeutic agent (Stronger 
Neo-Minophagen C) 

• Glycyrrhizin A m m onium Salt (2.0 g as glycyrrhizin) 

• Aminoacetic Acid 20.0 g 

• L-Cysteine Hydrochloride 1.0 g 

• Sodium Chloride 5.0 g 

• Anhydrous Sodium Sulfite 0.8 g 

The above formulation was dissolved into water to a final volume of 1000 mL, 
and its pH and osmotic pressure were adjusted to 6.7 and about 2, respectively, 
to prepare a therapeutic agent of the invention as a clear solution. 



1 



